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WARNINQLETTER

Mr Roger Collins, Administrator

Valley I{ospitat Medical Center

620 StIa(~ow L.iIIIc

Las Vegas, Nevada 89106

[)eaf Mr ~Olll(lS

Durlr)g an IIIsI)(!ctIorl ending on December 20, 1996, Mr. Luis Chavarria, an investigator with

Il)e f_oo(~ :In(! [)rLJg Administration (FDA), inspected the Valley Hospital Institutional Review

~orllrllltlt~e (lf<C) TtIe purpose of the inspection is tO determine if the Institutional Review

[Ioard’s (11<[3) procedures for the protection of human subjects comply with FDA regulations,

published IH lI!IU 21, Code of Federal F?g~ulations, Parts 50 and 56 [21 CFR 50 and 56]--.... .. .....———

A co[)y of tt~e IISI of l(~spectional Observations (FDA-483) left with you at the end of the

trls~)(:(;llorl is [?ll(;losc(j l-he deviations noted In ouf inspection irlclude, but are not limited to

1!)() follower}\]”

1, Fail(lrc to cstatllistl adequate written procedures for conducting the review of
rescarctl, irlctuding periodic review. [21 CFR 56.108(a) and (b), 56.l15(a)(6)]
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b Tt~e procedures for conducting periodic review are not adequate, W’ritte(l

procedures should describe in detail the following aspects of IRB operations:
the content of progress reports, how and when renewal notices are sent to
clinical investigators, procedures for determining which projects require review

more often than annual review, how administrative slaff process interim reports,

the voting method the IRB will use for continuing reviews, and IRB follow-up

activities in the event of a lack of responso or an incomplete response. The

procedures should specify how the IRB will document its actions for ensuring

that progress reports are submitted and reviewed at the specified time intervals.

c There are no written procedures for emergency use requests, reviews, and

approvals,

d. There are no written procedures for expedited review

c1 TtIcrc are no written procedures to describe how adverse reaction reports aru
reviewed, by an “expedited” process or by the full IRB,

f, “Ttlcrc are no written procedures to describe how the IRB is tc conduct busitless

and voting when there is an apparent conflict of interest,

g Tt]erc are no written procedures for ensuring prompt reporting to the appropriate

ir~stltljtion officials and FDA of the following:

1 Any unanticipated problems irtvolving risks to humarl subjects or c~tt~ers

II AIIy irlslancc of serious or continuing no(lcompllance with l:[-)A

rcgulatlo~~s or the requirements or determinations of the IR[3

Ill Any suspension or tcrrninatlon of IRB approval

2. [“ail\lrc to n~cet tl~c criteria for IRB mcmt)crship. [21 CFR 56,107(c)]

3. Fail~/rc to rctaif~ copies of all rcscarctl proposals and supporting docu II IcIIt5

[21 Cf:l< 5G115 (a)(l)]
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t) The IRB was unable to provide a copy of the informed consent form for the

GUSTO study and study #M-7550-0017.

4. Failure to prepare minutes of IRB meetings In sufficient detail to show voting by
IRB members and actions taken by the IRB. [21 CFR 56.115(a)(2)J

a, Meeting minutes fail to document which members voted for
approvals/disapprovals or which members posed questions,

b, Meeting minutes do not document the names of all principal

investigators/coinve stigators, the associated protocols, and the requested

approval period.

c Meeting minutes should be in sufficient detail to document abstention from
voting where conflict of interest exists.

5. Failure to maintain records of continuing review activities. [21 CFR 56.1 15(a)(3)]

The IRB does not have a systematic method in place for tracking open/closed studies,
for informing and reminding clinical investigators of their reporting responsibilities (i, c ,

annlvorsary review dates, progress reports duo, firlal roporls due, reporting of seriol]s

uIIa IIt IcIpatc(~ adverse events within a defined time period, etc. )

6. Failure to prepare correspondence and maintain copies of all correspondence
bctwccn the IRB and the investigators [21 CFR 56,1 15(a)(4)]

1tlc If<l] failed to prepare and maintain documentation of correspondence bctwectl tt~c

11<[1an(j cllr~ical Investigators regarding initial and continuing review. For example

:1 l“tl(!re IS no record of written approval to the clinical investigator,
, for It)e study. The only (ioc~IrlI(;IIt:ItIIJII

of IIIC (Ipproval is a copy of an ur~.signed Icttcr from the Chairman of III(! 11{1] I(I
It}c sponsor

t) Tt\ere IS NO record of written I[?B approval for study ##M-7550-0017
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f “Tt~erc is no written record from the IRB to notifying her ttl~it ttlc

study was forwarded to the Pharmacy and Therapeutics

Committee.

7, Failuro to prepare an adequate listing of IRB members. [21 CFR 56.1 15(a)(5)]

a. Tho IRB membership listing provided to the FDA investigator fails to meet the
requirements of a membership roster. The regulations require that IRE records

bo inclusive of a list of IRB members identified by name, earned degrees,

representative capacity, indications of experience such as a board certification,

licenses, etc., sufficient to describe each member’s chief anticipated

contributions to tho IRB deliberations, and any employment or other relation st~ip
between each member and the institution.

t), The membership roster fails to identify alternate members and their voting

authority, Review of mooting minutes shows twlve additional members

attending and voting, or excused and absent. There is no indication in tt~c
minutes of IRB meetings that these individuals function as anything other than

voting members of the IRB on the following dates: 7/24/91, 4/24/91, 5/4/94,

W13P36, and 9/10/S0.

FDA believes the records that an IRB or an institution must maintain provide significant

cvidoncc of whether the procedures utili?cd by the IRE3 are adequately protecting the l~uman
s(i&)J~cts of the invest igatiorls that the IRB is reviewing. Compliance is intended to efls~jre tt~at

the If<[l fulfills its primary responsibility of protecting the rights and welfare of humatl subjects

Involved in clinical investigations,

1 t~e FDA investigator four~d the IRB’s files wore incomplcto and in disarray. The IRD (loos Ilot

tl~aintain a separate fllc for each study The IRB does not have documentation for [It leas! tt~c

GUSTO study and ttlc studies of that shows the number of subjects

cflroll(jd an(Uor any adverse events. lhc IRB could riot provide a list or numbur of tt]e opcII

i-ir)(j closed st(jdi(~s at the [niti ation of tt~c inspoctiorl A handwritten list was compIl(; (I (f IIr IIlg

tt)t: Inspccttorl aII(~ provicjcd to tt~c FDA investigator at the conclusion of tt~c lnspnctl(~rl 1t~(:
ll?~l do(:s flot f?lalfltaifl an iflvcrltory rcgardlng ttle pritlcl pal/co-investigators or :;~it)lt~’~(:sll{);]to(’;

of s[ll(jl(.!5 f-or exafll[)te, ttle Mo(l Ical Staff S(lpc?rvisor could not ill forlll ttle F[-)ji tr~vt!:,!l~]i]tol

wt)l(;tl Sf(i(fl(>s Illvolv(!(j tt)o Ctl{-llrl?lnn of ttlc 1[{[3
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ter participates in the Cooperative F’rotocol Researct~ [’rogrnm

:IIId I}as ;] coopcr~ltivc Project Assurance (CPA) document with Dtflt-i S/OPRR. The CPA

approved by 1110 C)t{t{S is a Corllrnilment to follow the DHHS regulations, but does not

ri~c~ss~rlly meet-the roquircnlerlt for written procedures in 21 CFR 56.108 -- IRB functions atld
operations There are significant differences between the DHHS regulations (45 CFR 46) atld
tt~e FDA regulations (21 CFR 50 and 56) which apply to research involving products regulated

by FDA Thcso difforencos aro outlined on pages 123-124 of the FDA IRB Information SIICCIS

(Copy enclosed),

TtIIs letter is not intended to be an all-inclusive list of deficiencies with the IRB. The IRB is

rcspo~~sit~lc to adhoro to each roquiremcnt of tho law and relevant regulations,

Uased \JporI (he demonstrated doficioncios in organizational guidelines, operational

procedures, rccordkocping practices, and apparent lack of understanding of the applicabitlty of
the FDA rogulationst we have no assurance that your procedures are adequately protecting

tt]c rlgt~t~ ar~d welfare of human subjects of research. As described in section 56,120 of tt~e
reglilat~ons, failure to make adequate corrections may result in regulatory action being initiot(!(j
by tt~c Food and Drug Administration. These actions include, but are not limited to, witt]t~ol(lil~<]

afjproval of new studies, direction that no new subjects be added to ongoing studies,
termination of ongoing studies, and notification of State and Federal regulatory agcrlcies

Plcas(> Ilotlfy tti, ) office in writing, within 15 working days of receipt of this letter, of tt~e specific

steps you t~ave !~lkcn or plan to take to bring the procedures of the Valley Hospital Medical

Center lrlstitutiol~,ll Review Committee into compliance with FDA requirements. [f corrective
actloll cannot be completed within 15 working days, state the time within which th(’ correct iorls

WIII t)c comple!ed Your response should include a discussion addressing appropriate sl:]ffl(lg

rlcc(~s aII(l ar~y other reorganization plans that you will Implement.

If yoIIr lr~stlt~jtion does not have the resources to bring your IREI into compliance witt~ federal

rof](ll; ltlofls, It IS acceptable for you to use another IREI. plCaSf-? notify us if you lntcnd 10

dl:;t);]rl(j tt~c V;]l[cy t {ospi!al Medical c~llt~r Instltutlollu[ Review committee,

Stl(l[Jl(i yOLI tI; IvcI (any questions or commen(s atjo(lt ttl~ corlt~~nts of ttlis letter or or)y as,f~~;(:!:, of

op~!r;]llot~ ,qfl(j rcsporjsjt]ility of a rcvlew board, yoLJ nl:!y co fltacl [Ietjra [lower, C,oIlsLIrIIf>I

S;lf~}ty Offtcer, Uloresearctl Mor~itorlflg, [IIVISIOII of lr~spectlor~s aIId Sllrveillar~cu, i~t
(?)01)’)!1410 /’/”
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Your response sholJld be sent to the Food and Drug Administration, Center for Biologics

Evalua\IoII at)d Research, 1401 Rockville Pike, Rockvllle, Maryland 20852-1448, Attention
James C Simmons, }HFM-600.

Sincerely,

/“ t/4/-
James C. Simmon:
Director

—

Office of Compliance

Center for E3iologics Evaluation
and Research

ErlclostJr(2s
FDA Form 483, List of Inspectional obsewations
FDA Irlformation Sheets (includes 21 CFR Parts 50 and 56)

cc
Edwirl Kingsley, Chairman
Irlsllt[jtlonal f?eview Committeo -

Vall(!y t{ospital Medical Center

620 Shadow Lane

l.as Vegas, Nevada 89106

Al:]rl [) Mlllcr, President/Chief opera tlrlg Officer

\J/~iversal l{ealth Services
367 S Gulph Road

P () [30X 61550

Klrl~J of Prussia, Perlnsylvania 19406-0958


